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Figure S1. Structure-guided sequence alignments of core subunits

Sequences of Pol 11 subunits Rpb1, Rpb2, Rpb3, Rpb11 were aligned, guided by the
Pol 11 structural context, with homologous subunits in Pol 11 (compare text). Regions of
conserved fold as detected by inspection in the three-dimensional context are underlined

and colored in orange.
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Figure S2. Comparison of domain folds in C17/25 and Rpb4/7

(A) Comparison of C25 and Rpb7 based on superposition of their tip domains.
(B) Superposition of HRDC domains in C17 (pink) and Rpb4 (silver).
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Figure S3. Alignment of C25 and C17 from different species

Conserved residues are highlighted according to decreasing conservation from green,
through orange, to yellow. Residues that contribute to the C25-C17 HRDC interface are

indicated with a red dot.
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Table S1: Invariant contacts between common and homologous polymerase subunits

Common Residues Contacted homologous  Invariant contact residues in
polymerase subunit in Pol I1, I, I1I  homologous subunits (numbering of
subunit Pol 1)
Rpb5 Y168 Rpb1, A190, C160 R857
Y168, Y211 F866
Rpb6 Y88, A9l Rpb1, A190, C160 L504
E89, T81, R136 Y852
G95, A499
N104, T381
1120 Y383
100, 103 Rpb7, A43, C25 G66
Rpb8 Y20, N21, K22, V23  Rpbl, A190, C160 D538
N43 F540
L46 L571
N43, L46, D94, Y95, K567
V96 P563
W79 W572
W79 P568
D% 1565
V96 1566
Rpb10 12 Rpb3, AC40 L143
E19 Y114
D55, E58, 157 K146
F60, L61 V57
L61, R62, Y63, N64 R148
Y44 Rpb2, A135, C128 11006
R48 D1009
Rpb12 R54 Rpb2, A135, C128 E116
K58 D896

R60, F67 Rpb3, AC40 D60




